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Phthalide derivs. (I) are new. In (I) (Rl is H or methoxy; R2 ! is H when R2 is 
n-butyl 5 of R2' is n-butyl when R2 is H, provided that (I) when Rl and R2 are 
both H and R2' is n-butyl is excluded). 

Prodn. of phthalide derivs. (I) comprises reducing cpd. II where R3 = n-butyl 
with an asymmetric reducing agent. Examples of the asymmetric reducing 
agents are optically active phosphine-rhodium complex, modified nickel and 
modified lithium aluminum hydride. The phosphine-rhodium complex 
includes (Rh(R 5 S)BPPFOH)C104 and (Rh(BPPM)Cl). The modified nickel 
can be (1) Raney-Ni catalyst prepd. by modification with optically active 
tartaric acid and NaBr or (2) Ni-Pd-diatomaceous earth catalyst prepd. by 
modification with optically active tartaric acid. The modified lithium 
aluminum hydride can be prepd. by partial decomposition of LiAlH4 with (-)- 
N-methylephedrine, (+)-N-methylephedrine, (S)-2-(2,6-xylidinomethyl) 
pyrrolidine, (R)-2-(2,6-xylidinomethyl) pyrrolidine, (S^^'-dihydroxy-l," - 
binaphthyl or (R)-2,2 -dihydroxy -l,l ! -binaphthyl. The reduction is effected in 
an ether solvent (e.g. diethyl ether, THF) below -78 deg.C. 
USE - (I) are useful as prostaglandin F2alpha inhibitors and can be 
administered orally or parenterally in the form of tablets, capsules, granules, 
injections or suppositories. (0/0) 
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TI - NOVEL PHTHALIDE DERIVATIVE AND ITS PRODUCTION 
PA - TSUMURA & CO 
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IN - OGAWA YOSHIMITSU; CHIN MASAO; HOSAKA KUNIO; KUBOTA 

KIYOSHI 
PR - 1987JP-01 82228 19870723 
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AB - (JP01 199958) 

NEW MATERIAL: A compound of formula I (R(sub 1) is H, methoxy, when 
R(sub 2) is n- butyl, R(sub 2) f is H; when R is H, R(sub 2)' is n-butyl; where 
the case where R(sub 2) is H and R(sub 2)' is n-butyl is excluded). 
EXAMPLE: (R)-(+)-3-Buthylphthalide. 

USE: A drug having an action to inhibit prostaglandin F2. alpha.. 
PREPARATION: A compound of formula II (R(sub 3) is n-butyl) is reduced 
using an asymmetric reducing agent such as an optically active phosphine- 
rhodium complex) in a solvent such as THF at a temperature lower than -78 
deg.C to give a compound of formula I. The compound of formula II is 
obtained by allowing commercially available phthalic or 3-methyoxyphthalic 
anhydride to react with an alkylcadmium reagent, in an organic solvent and 
methylating the carboxyl group of the product. 
COPYRIGHT: (C)1989,JPO&Japio 
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